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Subpart A --Basic HHS Policy for
Protection of Humsn Research
Subjects

Source: 46 FR §346, January 26, 1981, 43 FR
H269, March 4, [993,

§46.101 To what do these
regulntions apply?

(8) Except as provided in
paragraph (by of this section, this
subpart applies to all research
involving human subjects conducted
by the Department of Health and
Human Services or funded in whole
or in part by a Department grant,
conlraci, cooperative agreement or
feltowship.

(1) This includes research
conducted by Depariment employees,
except cach Principal Operating
Component head may adopt such
nonsubstantive, procedurad
modifications as may be ‘sppropriate
from an adininistrative standpoint,

(2) It also includes research
conducted or funded by the
Depactment of Health and Human
Services outside the United States,
but in appropriate circumstances, the {
Secretary may, under paragraph {¢) of
this section waive the applicability of
some or all of the requirements of
these regulations for research of this
type.

(b) Research activities in whick the
only involvement of human subjects
will be in one or more of the _
following Bategories are exempt from
these regulations unless the research
i» covered by other subparts of this
part.

(1) Research conducted in
established or commenly accepied
educational settings, involving
nounal educationad practices, such as
{1) rescarch on regular and special
educanon instructional strategies, or
(i) research on the effectiveness of or
the comparison among instructional
techmiques, curricula, or classroom
management methods,

(2} Research involving she use of
educational tests (cognitive,
dugnostic, aptide, dchievement), if Q\
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iatormation taken from these swurces
s reporded in such a mannes that
subyects cannot be identified, direciiy
or through ideatiliers linked 1o the
sabjects,

(3) Research involving survey or
merview procedures, except where
Al of the following conditions exist:
1 responses are recorded in such g
manner that the human subjects van
be dentilied, directly or through
weantiers tinked to the subects | ¢if)
e subject’s responses, if they
became known outside the research,
could reasunably place the subject a1
tisk of criminal or civil latulity or be
damaging (o the subject's Nnancial
standing or emplovability, and (i:i)
the research deals with sensitjve
gspects of the subject’s own behavior
such as illegal conduct, drug use.
sexual behavior, or use of aleohol
Al research involving arvey or
erview procedsres 1y exempt,
wihout exception, when the
respondents are elected or anpoinied
public officials or candidates for
pubiliy otfice.

o4 Research imvolving he
envaton (including obsers ation by
ST ipants) of public behas or

ceet where ol of the ft)lhh\nu'
condittony exist (1) observations sre
recorded inosuch o manner tha he
Hiuvman subjects can be identified,
diectly of theough identfior linhed
to D¢ subjects, (i) the obaery grony
recorded about the individugl | f they
tecdae hnowa outside the resedrch,
Coud reisanably place the subject at
risk of crimenal or civil habthiv or be
deniaring 1o the subject’s fin e at
stamding or employability, ang (i)
the vosearch deats with sensips e
aspects ab the subject’s own behavior
ik s ilepal conduct, drug use,
senled biehavior, or use of alvoiof,

(3} Revearch involving the
collechion or study of existing dagy,
dovuments, records, pathological
PN O dEZNOStC specimens
I these sourees are publicly avadable
ot ke information is recordad by
theamvesngator in such 4 munner that

subjects varaot e identied. directiy
or theeugl. wdertiiiers lnked 1o the
SUD e,

(0} Unlesy wpecifically requized by
statute (and escept o the extent
specificd 1w paragraph (), resenrch
“nd demenstration projects winch
are conducted by or subject to the
approval oi the Department of
Health snd iluinan Services, and
which are desinned w0 study,
evaluate, o alier wise examine: (i)
programs uncer the Social Sceuriry
At ot other publie benelit ur
SCIVICe [rugr e, (i) procedures for
obtaning, bunelits or services under
those programs; (iii) possible changes
inor alernatives 10 those programs
or proceduves; or (iv) possible
changes ar tethgds or levels of
payment for besefits or services
imder ihose proprams.

Loy The Secretary has final
suthoriey 1o deterimane whether a
pParticular vty is coverey by these
Fe iy

(W e Sesrenary gy require that
S teseanch actn ey or classes
O research activivies conducred or
funded by e Depastment, bt not
Mherwing covered hs these
wrstabons, comply wah some or all
ol thexe revatanon,

(e} The Sevretary iy also waive
applicabd e o these reRulations 1)
specttic reseiaech aciivities or Classes
of research activines, otherwise
covered by trese rreulutions . Notices
i be published in
the Federal Byvister sy they oecur,

(1 Nosnd - dual LAY receive
D prartimes t ding Tor rescarch
covered bt tepulations unfesy
the induw whoal iy affilisted with or
MroeBsored v oan instiution which

»
of tiese Aty wil

SIS v vousibi ity for the
resarch unde an wiswrance 1ifying
W requireene of s jrart, or the
Sdeviduat makes orher drrangements
Wit the Dep ariment,

(o) Conphiasee wh these
tegalation. Wil in a0 w @y remder
nappticable jcnneng tederad, e,
ot focal s o1 rernlanions

: CIA-RDP96-00788R001500160010-9

Page §

th} Each subpart of these
regulations contains 3 separate
section deszribing 1o what the subpart
spphes. Research which s covered
by more than one subpart shall
comply with alj applicable subparis,

{1} If, fu!lowing, review of
propased research activities that are
exempt from these regolations under
parageaph (bX6), the Secretary
determines that a research or
demonstration project presents a
danger to the physical, mental, or
emotional well-being of 4 participant
or subject of the resesrch or
demonstration project, then federal
funds may not be expended for such
a project withont the writlen,
nformed consent of each participant
or subject,

§ 16,162 Delinitinns,

(a) “"Secretary ' means the
Secretary of Heahih and Human
Services and any other officer or
emoloyee of the D:partment of
Health sed Human Services 19 whom
authionty has been delegated,

thy “Department”” or “HHE '
means the Desarvient of Health and
Haman serviges,

o) “tasttution " mneans any public
OF privite entily or agency {including
federal, stute, and othes agencies),

() “Lagally suthorized
fepresepiative ' moaas an individual
or judiciai or other hody auwtherized
under applicable low to consent on
hehail of a prospective subject 1o the
subgect’s participation in the
procedura(s) involved in the research

e} “Research " means a
systematic investigation designed 1o
devetop or contribute (o generalizable
Mowledye. Activites which meet
this definution constitute *'research
for purposes of these regulations,
whether or aog they are supported or
Tundad under & program which is
comsidered research for other
purposes. For exaniple, some
Udemonstration™ and *'serviee
programs may include research
activitics,
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) “'Human subject’’ means a

living tndividual about whom an

' :eiv"c'szig;uor (whether professional o
student) conducting research abtains
{1} data through intervention or
interaciion with the individual, or (2)
identifrable private inforimaiion.,
“latervention Y includes doth
physical procedures by which Jata are
pathered tlor example, venipunciure)
suid mantpulations of the subject or
the subject’s envirommnen: that are
performed for rescarct purposes.
“Interacuon’ ' includes
CORIMUNICANNN Of Inferpecsonal
cantact between investigator and
subject. V'Private information ™
schudes information about behavior
that occures in i context in which an
audevidual can reasonably capect i
na observation or recarding 1y taking
slace, and information wineh hay
buen provided 1or specific purpases
py o andividual and whicl e
wdivadual can reasonably expect wii
nut be made public (for ¢xample, a
medive! record). Private infoneason
must be individually tdentiiable
(e, the identity of the subject is of
miy readily be ascertained by the
Meshpator o1 asoctated woah the
wlormanan) in avder for obtamy
e inforniation O constitute research
wvalving human subjeets.

(2) “Minimal ask’ gmeans at he
risks of harm anticipaied 1n the
Proposed resedrch are pot gregter,
considening probabiiity an.d
mapnitede, than those ord marily
epvountered 1a daily life or uring the
pertormance of routme phyvical o
pryeatogieal examination, or wsts,

thy “Cemtification}” means the
Hlicial natification by the astitution
Lrihe Department in accordance with
Lie requivenients of this part tar g
researeh project or activity invoh ing
hivmean subjects has been reviewed
word upproved by the Institutiona
Heview Board (IRD) in accordance
with the approved assurance on file at
HHS. (Cernfication is required when
the research is funded by the
Department and not otherwise exempl
tr accordance with § 46.101(bY)

§ 4. 03 Awumnces.

(a) Fach in utution engaged in
rescaich covercd by thee repulations
shall prowde written asourance
salistactory to the Secretary thad
wilt vemply suh the requirements set
fordh m trese cepulations

i The Department will conduet or
tugd cescarct covered by these
regubatious ondyv of the stitiion has
dassiranee approved as provided in
this vection, wnd only if the institution
has cortfied o the Seerewaiy that the
reseach has been revicwed and
approved by an iRB provided for in
the aveurrace, and will by subject to
conttnu:ny. review by the (RB. This

“assuraace shatl at a minirum include:

(1Y A statement of principles
goverrng the mstitution in the
disehiarge of ity responsibilitics for
proteenng ihe rights and weltare of
human sumests of research vonducted
abur sponsored by the istiwtion,
fegutdlens of source of funding. This
Ay e inde an appropriate Csting
cude, dectaration, or statement of
ctues! poawiples. or a st mient
formrlated by e instiinton itveldf
Thiy requireme v does no pree
Pravisions ol tese regulatons
apphivabhe w Department funded
Feaearch aod onot applivable 2y
FINCAICH L 1 exempt Saterory listed
g e o

(&) Destpmation of one ur more
IRBy vsiabished in accordance with
the reguitemens of this subpart, and
Fouswbnh proviions are made for
sutficient siaff 1o
suppeit dee IR 'S fevigw and

Metinn spoce il
eoruheep ny duin.

G A e o the ERB micibersy
ientitind By name. eurned degress;
fepresvitiative capacny, mdications of
CADEELNCE ST as hoard
COthiicahons, licenses, ere |
sutiicient oy desentbe esch member's
chiet anticipared contributivns 1o IRB
delibaratons, ami Ay employment or
other cointionsbip Serween each
member and the institution: for
example: full-time amployee, part
tine copiovee, member of Evermng
paocl vr hoard, stovkholder, paid or

45 C¥FR 4

unpoid consultamt. Changes in IRB
rmembership shall be reported to the
Seeretary, !

(4} Written procedures which the
IRB will follow (i) for conducting its
mitial and continuing review of
research and for reporting s findings
and actions 1o the investigator and the
instiution: (i) for determining which
projects require review more often
than annually and which projects
aced verification trom sources uther
than the investgators that no material
<hanges huve occurred since previous
IRB review; (iti) for insuring prompt
reporting o the IRB of proposed
changes tn a research activity, and for
msaring that changes in approved
research, during the period for which
IRB approval has already been given,
may not be initiated without [RB
1eview and approval except where
necessary 1o chiminate apparent
imicdiate hazurds to the subject; and
1) for insuriag prompt reporting to
the IRB and 1oy the Secretary b of
unanticiputed problems involving
sk 1o subjects or others,

{€) The wssurance shall be executed
by an individisl authorized to act for
the iestitution and to assume on
bohatf of the institution the
ubliganons impaosed by those
regulazions, and shall be fited in such
ferm and nunner as the Secretary
ay poeseribe,

() The Secretary will evaluate all
assurances submitted in accordance
with these regulutions through such
officers and employees of the
Depariment and such experis or
consultants engaged for this purpose
38 the Secretary determines to be
appropriste. The Secretary s
evaluntion will tike into
consideration ihe adequacy of the
proposcd IRB in fight of the
anticipared scope of the institution’s
vesearch activities and the 1ypes of
subject populdtions likely to be

' Reponts stould ve filed with the Office
for Proteciion from Research Risks, Natiosal
Inttotutes of Healin, Department of Health
and Human Serviges, Bethesda, Maryland
20208
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tnvolved, the appropriatencss of the
pmpuwd tattial and continuing
review procedures in light of the
probable risks, and the s12e and
cemplexity of the institution.

(¢} On the basis of this evaleauon,
e Becrelary may approve or
disapprove the assurunce, or enier
i aegatiations w develop an
soprovable ane. The Seerstary niay
imit the period ducing which any
particular approved assutanee of chiss
of approved assurances stall remato
eftevnive or otherwise condittan ar
resteict approval.

(f; Within 60 days aher the date of

submussion to HHS of an apphication
ur proposal, an institufion with an
approved assurance covering the
staposed research shatl centity that
the apphication ur proposal has been
restewed and approved by the 1RH.
Cother tnstututions shialf cenuy i the
application or proposal nas beep
appraved by tha IRB withiy 30 days
atter receipt of 1 request for such
certilicanon from the Depaninent. i
de vertification as ot subru td
withan shese time Hids, the
apphication oF proposal mar b
reiuened W the insutution,

NI L1
§ 46,105

[Reserved)
{Reserved]
4 48,106 (Reserved)
§46.107 IRB membership,

vat Bach IRB shall have 1 least
five members, with varving
Packyrounds o promete compiete and
et Crvtew of researsh avn dies
commonly vonducted by the
asttution. The IRB shafl be
aarficiently qualified threue the
aaperience and expertise of iig
mambers, and the diversity of the
neabers ' backgrounds lackhidipy
corgideraton of the vacial and
Cultiral backgrounds of mermers and
wenstivity £y such dssues as
Cooamunity atisdes, to promuote
respect Tor is advice and counsel m
sategaardmg the rights and welfare of
faman subgects. In addition te

passesaing the professionsd

VORI EE DerEsSary 1) Feview

wpec e crsearch activites, the IRB
shidl be able o ascenain the
averytubity ol proposed research in
fermes of nsfiutional comnitments
and rerabtanons, applicable faw, and
stamntards of professionad conduct and
practive. The tRB shall therefore
nelude porsony knowledgeable n
these aeeis, Hoan IR rogulardy
research that invaolves
vuine sl Latepory of subjects,
wchnding but ant Lmted 1o subjects
covered by orhes subparts of this par,
the IRH saall melude one or more
indivad aals o are primasily
concerned with the wetfare of these
subjects.

(b)) Mo iR 8 wyy consist entirely of
men or calirely erf women, of enbirely
of members ol e profession.

() Eaon IRY shall aelude ap Jeast
e meinocr whose primary concerns
are in nonaciensific areas, for

FEVAL »

cadrtitee lawyeis, vihicists, membiors
the clorey,
b ek TRTCShal mchuce at Jeass

ane member wing is g0t otherwise
affilicted with the tnstitution and whe
1 N0t put of the anmestiste family of
A persen who e alidated with the
nstiuhog,

(e} Mo KB may have a member
priternaiing
vontinuiag resiew of any project i
which the memer has a conflicting
wleresl, cavep o provide
sicd by the IRH.
iy Ar sl moy,
with comgeetence in
spectal Sren o s e coview of

v the 1By initial or

wformatan e
iy degretion,
VIS oo s
compes sy which regutn

viditron o that
(,‘.C.i\‘

Vot witly the

PO Bty
avilabi,
padtrdi gl

IRB.

WS
Gl FRR

Ty Ly

5108w
eperations.
fiy o
O thuse
R
provaled in

fanetiens werd

o Ll the requirementy
wh TRE shall
‘ihowowrniten procedures as

LI TR IS

Ty

() Except when an expedited
review procedure is used (see
§ 46,110, review proposed research
at convened meetings at which a
majority of the members of the IRB
are present, inctuding a1 least one
mgmber whose primary concerns are
in nopscientific areas. In order for the
research to be approved, it shall
wreeive the approval of a majority of
those members present at the
meeiing,

e} e responsible for reporting to
the aopropriate institutional officials
and the Secretary ! any serious or
continuing noncompliance by
investigaturs with the requisements
and determinations of the [RB.

§ 46,129 {R® review of research.

(a} An IRE shall review and have
uthority w approve, require
mndifications o (to secure approval),
or disipprove all rescarch activities
vovered by these regulations,

th An tRD shall require that
nformation given to subjects as pam
of informed consent i3 in accordance
with § 46,116, The IRH may require
tat tformatian, in add:tion to that
specificatly mentioned in § 46,116,
be piven o the subjects whea in the
IRB s judgment the information
would meaningfully add 1o the
prolection o the rights and welfare of
subjecty.

{vy An IRB xh.x H require
decumentation of informed coasent of
iy wiaive documentation in
accordance with § 46.117.

i) Ax ERB shall notify .
irvestigators and the institution in «
writing of its decision o approve or
disapprove the proposed research
sotisity, o7 of modifications reguired
e secure [RB approval of the

carch sctivity, if the IRB decides
W Crapprove a revearch actinviy, it
shall include 1a-ts written notification

D epusty should be lited waih the Otfice
fur Secteciion (fom Research Riske, Natonal
fsntutes of Heatth, Depariment of Health
sawi Himan Services, flethesdu, Maryfand
100
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a statement of the reason tor its -
decigion and give the investigator un
opporisnity 1o respond in person uor in
writing. .

{e} An IRB shall conduct
coatnving review of research covered
by these regulations at intarvals
appropriate to the degree of risk, but
no lesz than once per yewr, and shali
have suthority to observe or have 4
tird purty observe the consent
process snd the research,

{46,518 Expedited revipw
grocedures for certain kinds of
veseasrch invelving no movy than

B RV

R b LIRS o reer iy w1, -

45 CFR 44

proposals which have been approved
under the procodure.

(d) The Necietary may restrict,
stispend. of wranaate an institution’'s
of IRB's use of the expedited review
proceduss when necessary to protect
the nights or weitare of subjects.

§46.110  Crlterin for IRB
approval of reseerch.

(a} In order o approse ~2search
covered by inese regulations the [RH
shall deternnne that all of he
tolloweng teguirements are satisfied:

(1) Risks to subjects are

it st oo o0 1SR 4 Doy

{a) The Secretary has established,
e d bl biadd i the B Sew.od

rescarch design and which do not
UNANLCeSsSarilv o xnaem enbriimete s el

(5 Informed conseny will be
sppropriately documenied, in
accordance with, and 1o ihe extemt
required by § 46.117,

(6} Where appropriate, the research
plan makes adequate provision for
monitoring the data collected to
insure the safety of subjects.

{7 Where appropriate, there agp
adequale provisions i protect the
privacy of subjects and to mainiain
the confidentizluy of data.

(b) Where some or ail of the -
subjects are likely 0 be voinerable to
coercion or undue influence, such as
persons with acute or severe physical
0156004600409 persons who are
cconomically oy cducationally .
disadvantaged. zopeoorinte sdditinnal
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45 CFR 46

§ 46.114  Cooperative ressarch.
Cooperistive research projects are
those projecis. normally supposied
thraugh grants, contracts, or simlar
arrangements, which involve
wstitsiions in addition o the arantee
oF primne contractor (such as g
coniactor with the grantee, or 2
sibcontractor with the prime
contractor), In such instances, the
grantee oF prime coMtractor remains
1exponsible o the Deparntmant fur
suleguurding the rights and welfyre of
hiuman subjects. Also, wien
couperating institutions ¢orduct some
or all ot the research involving some
ot all of these subjects, each
cooperating institution shals comply
with these regulations ay though it
received funds for its participation in
the project directly from the
Department, except that in complying
with these regulations institutions
Wiay use joint review, reliar ce upon
e review of another quaiified IRA,
S siular arrangements mmed at
svardance of dupiicauon of eifor,

6.1 IRB records.

ta) An msiitution, or where
appropriate an IRB, shall provare and
Nt adequate documentation of
K5 activities, including the
following:

11 Copies of all research proposals
fevicwed, selentific evaluations, if
any, that accompany the proposals,
approved sample consent documents,
Progress reports submiticd by
investigators, and reports of injuries
W subjects,

13) Minutes of IRD meetinzs which
hatd be in sufficient detai) to show
aleauance af the meetings; actions
taken by the [RB; the vote on these
whons including the number of
renbhers voting for, against, and
abxtatning; the basis for fequiting
chuages in of disapproving research;
and @ written summary of the
discussion of controverted issues s
theur resolution,

(3} Records of continuing review
aclivities.

' Approved-For-Release 2001/03/07.: CIA-RDP96-00788R001500160010-9

(4} Cojmres of all correspondenge
between the 18U and the
fvestigot

(5} A Hat o rRB Memiwe ey ys
fequired by § 40 i bty

(6 Wacn procedures for the (RN
Av teqaired by § 46 103 by,

() Statemens of stgmtwant new
Nndiies provided 1o Stibyrvrs, g
required by 8 46 FIA(b Y5y,

th) The records required by this
regulation sall be retained for u
lrast 3 years atier sompletion of she
rescarch, and the records shadl be
drcesssble Tar sspection ang copying
by authorized representatives of the
Department at reasonable times and
i a ressonable manner .

§4s.11 .Gem%ﬂ'requh‘emmﬁ

for informed copsent;

Except as provided elsewhere I
this or other subparts, no invesugaror
may anvolve 4 human being uv a
subject 1 sesearch covered by thes
regulations untess the investigator has
obiained the legaily effective
taformed consent of the subicct or the
subject’s legally authorized
fepresentative, An investigator shall
seek such cousen vily under
CIFCHImSTLCC s that provide the
Prospective sabiect or the
Fepresentaeve suilicient Opportunity
o comiiler whether ar nog (o
participate and that minimize the
possibiiity of coercion or undue
inthience The wformation that is
given w che suhjeet of the
Tepresentieve shall be in language
understandable o e subject or the
fepreseniative. No intormed consent,
whether Gral or x'im:u. may include
any exculpatory language throuph
which the subject or the
fepresentistive iy made 10 waive or
Appear o waive any of the subjece’y
teyal rights or refesses or appears o
releass the nvesticator, the punsor,
the insutition or 1y agents from
Babsility 1ar rephgence.

vl Bask viements of intformes
vonsent. Bxeept as provided
Paragraph (o) or () of thyy section, in

T e et et

Pege 9

secking informed consent the
lollowing information shall be

, rovided 1o cach subject:

ST ) A statement thag the study
involves research, an explanation of
the pusposes of the research and the

; #xpected durmtion of the subject’s

- participation, a description of the

* procedures to be followed, and

4 identification of any procedures

v which are experimental;

(2) A description of any reasonably
 foresecable risks or discomfuris to the
subject;

. A description of any benefits o

+the subject or te others which may

“reasonably be expected from the

“researgh;

©(4) A disclusure of appropriate

*ulternative procedures op courses of
tearment, f any, thay might he

- advaniageous (o the subjec;

(5) A staterneny describing the
extent, if any, to which
contidentiality of records identifying
the subject will be maintaned;

18} For recearch involving more
than micimal risk, an explanation as

. to whether any compensation and an UV A
explanation as to whether any
medical treatments are avarlable if
mjury oceurs and, if 50, what they

- consist of, or where further
information ndy be obluined:

(7) An explanation of whom to
contact for answersy 1o pertinent
questions about the research and
rescarch subjecys® rights, and whom
to contact in the event of 3 research.
related injury to the subject; and

(8) A stateraent thag participation is
voluntary, refusal jo participate wil)
involve ng penalty or loss of benefits
o which the subject ig otherwise
entitled, and the subject may

i discontinge Participation at any time
without penalty or loss of benefits o

Swhich the subjecy 15 otherwise

'cglillad.

(h) Additionat elements of
mfotmed consent. When appropriate,
one or mage of the tollowing elements
of information shall also be providey
to each subject:

10-9
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2 U1y A statement that the particular

treatment or procedure may involve

1%&-&;‘ (o the subject (or 1o the embryo
tor fetus, if the subject is or may
“become pregnant) which are currendty
sunforesecable;

% {2) Antictpated sitcumstanyes

: under which the subject's

¢ participaiion may be teemunated by

§ 43¢ investigator without ragard 1o the
Esubjcu § consent;

1 (1) Any additional ¢osts 1o the
snubject that may result from
‘perticipation in the researci:

(4} The consequences vl a
“subpect's decision 10 withdraw t<om
\he rescarch and procedures for
gorderly termination of participation
“hy the subject;

., (5) A statement that stgnificant
new findings developed during the

¢ cuurse of the research which may
srelate 1o the subject’s willingnesy to
1. ontinue participation will be
provided w the subject; anyg

LIPS

3
1
.
)

¥ cor The approximate puriher of
=subjects imvolved in the study.

e An IRB may approve: 3 comaent
s praceduts yripgh doesawd inalode; or
waich ahery;some or atl of the
slemenn of informad ronseat ser
forh atwove, or waive the Foguirement
W abtan informed consent provided
he iIRB finds and documents thee
(1} The research or demonstration
project is to be conducted by or
subject 10 the approval of siate or
ocal government officials and s
sesigned 10 study, evaluate, or
otherwise examine: (i) prosrams
under the Social Security Act, or
otaer public benefiy or serviee
nrograms; (3) procedures for
obtaining benefits or services vacer
rhiose programs; (i) possitle changes
i or alternatives to thuse provrames
or procedures; or (iv) possible
changes in methods or lovels off
payment for benefits or services under
those programs; and
(&) The research could nog
praciicably be carricd oot without the
witiver or alteration, .
(d) An [RB roay approve a consan:
procedure which does not tacluds, or

45 CFR 45
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which aliers, sume or all of the
clements of informed consent set
forth abeve, or waive the
requirzines (o obtan informed
consent provided the IRB linds and

documents (hat;

(1) The vesearch wvolves no more
than minimal nish o the subjects;

() The warser ur alterstion will
oot adversely affect the rights and
welfare ol the subjects,

(3 The tenearch could no
practicably be carried out without the
warver o1 alienauon; and

4 Wheaever appropriaie, the
sebiects witl be provided with
addfiticnin pestinent information afler
participation

{e) Tie nformed consent
requirenients in these segulations are
not intended to preempt any
apphicable federad, staie, or Jocal laws
wineh requre additionst information
to be onwlosad o order for informed
consent w by legaily effective.

(N Nothinz 1 these regulations s
intended 1o Ling the authorty of a
shysic.an o provide CHLrReny
mesdical care o the extent the
physician s permitted to do o under
applicPle federat, stare, or local law,

¥ 46,117 Docwmentation of :
fnformed consent.

(a) Uxcept ws provided in
paragraph o) of this section,
informed consent shall be
documzaied by the use of 3 writien
voisent form approved by the [RE
and signed by the subject or the
subject’s ferally anthortzed
Fepreseriaiive. & cupy shall be given
to the persan v aning the forp,

(bl Except as provided in
paragraph () o this section, the
consent form may be either of the
follerwir r.

(1 A wniten consent docinient
that emsdics the clements of
formed consent required by
§ 46,116, This fonm may he read ¢
the subiect ¢y the subject's legally
suthonzed representative, hut iy any
Lvent, the wvestpator shail pive
cither the subject or ihe representative

adequate opportunity 10 resd it before
it is signed; or

() A *‘short form'* written
consent document stating that the
clements of informed consent
required by § 46,116 have been
presented orally ta the subject or the
subject’s legally authorized
representative. When this method is
used, there shall be a witness 1o the
oral presentation. Also, the IRB shalj
approve u written summary of what is
o be said to the subject or the
tepresentative. Only the short form
itsell is to be signed by the subject or
the representative. However, the
witness shall sign both the short form
&nd a copy of the summary, and the
person acwaily obunning consent
shall sign a copy of e summary. A
topy of the summary shall be given to
the subject or the representative, in
addition w a copy of the “‘shon

form. "’ .
fv) An IRB may waive the

tequirement for the investigator to
obtain a signed consent form for some
or all subjects if it finds cither:

(1) That the only record linking the
subject and the research would be the
comsent document and the principal
risk would be potential harm resulting
from a bresch of confidentislity. Each
subject will be asked whether the
subject wants documentation linking
the subject with the research, and the
subject’s wishes will goverd; or

{2) That the rescarch presents no

more than minimal risk of harm to
subjects and involves no procedures

for which written consent is normaily

required outside of the research

context, .
In cases where the documentation

Fequireinent is waived, tne [RB may

require the investigator o provide
subjects with 3 wnitien stalement
reparding the research.

§ 46.118  Appiications and
praposals lecking definite plans for
lnvolvement of human subjects,
Centain types of applications for
Rrants, cooperative agreements, or
contracts are subinitted (o the
Department with the knowledgs that
subjects may be involved within the

Approved For Release 2001/03/07 : CIA-RDP96-00788R001500160010-9
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periokd of funding, but definite plans
wiuld not normally be set forth in the
application or proposal. These
include acuvities such as imstiutional
type grants (including bloc grants)
where telection of apecific projects is
the insutution's responsibitity;
rescarch training grants where the
welivitioy nvolving subjects remain to
he sctected: and projects in which
humaa subjects” involvement wifl
depemd vpon completion of
ssiruments, prior animal studies, or
purification of compounds. These
spphications need not be reviewed by
ar IRH before an award may be
made. However, except {or research
described in § 36.101(b), no human
subjects may be invoived in any
project supparted by these awards
anttl the project has been reviewed
anst approved by the IRB, a» provided
e these regulations, and certficanon
sabented o the Department,

§ 44,119 Resesrch undertuken
without the intention of involving
humsan subjects.

Loy the eveat rescarch (Conduated or
tunded by the Department) is
racertahen without the ntenton of
involving human subjects, but it iy
Later proposed to use human subjects
iy ihe research, the research shalf first
be reviewed and approved by an IRDY,
as piovided n these regulations, o
cernfivation submittted to the
Depwtmeat, and final approvat aiven
e the proposed change by the
Dyeparimant

y 401020 Rvaluation and
ainponttion of applications and
proposals.

10 The Sceretary will evaluwie ali
arphcations and proposals ivois ing
s subjects subantted to the
Uepartinent through such ofticers and
enplovees of the Department and
st experts and consultants as the
Secrotary deternunes ta be
appropriate This evalustion will take
o coassderation the risks w the
subjedts, the adequacy of protecton
aranst these rishs, the potential
benetits of the proposed reseasch (o

the subjects and others, and the
unporanee of the knowledge o b
gained.

(bY On the basss of this evaluation,
the Seuretary may approve of
disapprove the applicatnon or
prapasal, or enier into negotiations to
develop an approvihle one.

§ 46,121 Investigational new drug
ov device Viday delay requirement.
When un tastitnbon s required to
prepare or 1o sndmil a cectification
with an spplication or proposal undey
these regalations, and the application
or proposal involves an
investigational new drug (within the
meaning of 21 U.S.C. 35801 or
ISTLY ar a signiticant risk device (as
defined 10 21 CER.312.3(m)}, the
mstiition shall identify the drug or
device in the certification. The
institution shall slve state whether the
30-day werval seguired for
ivestigional now drugs by 21 CFR
IR o tor sigmficant risk
devices by 71 CFR 41230 has
elapsed. oo whetter the Food and
Loy Adinsration hos wased that
requireient 1 the W-day mteovad
By expiica, the insetion shell stat.:
wiethes g Cood god Drug
Administration has requested that the
sgansar voniinue o withhold o
testrict the use of the drug or Jdevice
o hungan subhjeets, 1 the 30-day
ttersai has not exprred, and o waiver
bas aot bee cecerved, the intitution
shall send g siatement ta the
Pepartinent upoo expirstion of the
iterval The Department wall not
cansider 3 ceraficsion secepiable
unnt the astitusion bas subaited a
statement i the W0 day taterval has
chigsed, wnd the Food and Drug
Adimumstauon L ot reguested it to
lumg the vy of the drus of device, or
that the Foad ot Doy
Adntnistration fus wabvod the dday
snteryad
§ de.i22
Federal Mo s anistered by dhe
Drepartnreni sy no be cxpended tor

Vise o vederal funds.,

restarci imvolving i suhpects

unless the reauterment of thee

regulations, including alf subparts of
these regulations, have been satisfied.,

§ 46.123 Early termination of
resenrch funding; eveluation of
subsequent applications and
propusals,

{a} The Secretary may require that

Department funding for any project

be terminated or suspended in the

wanner prescribed in applicable
program requirements, when the
Secretary finds an institution has
materially failed 1o comply with the
tetas of these repgulations.

{b) In making decisions about
fending applications or proposals
cavered by these regulations the
Secretary may tabe into account, in
addition to alt other eligibitity
regnrements and program criteria,
factors such as whether the applicant
tias been subject to o termination or
suspension under putageiph (a) of this
section and whether the applicant or
the person who would dirset the
scientific and technical aspects of an
achvity has ir the judgment of the
Seceetary mutericly failed to
discharge responsibility for the
pratection of the nghts and welfare of
human subjects (whether ar nog
Depastnient fuads were involved).

§ 46,124 Conditians,

With respect to aay research
pruject or any <lass of research
projects the Secretary may impose
sdditional conditions prior 10 or at the
tme of funding when in the
Secretary's judgment additjonal
conditions are necessary for the
protection of human subjects.

Subgart B Additional Protectivas
Pertoining to Research
Deselopment, and Refated

“Activities Involving Fetuses, '
Pregnant Women, and Humon fn
Vitro Fertilization®

ROtk A0 FR YISIE Aug ¥, 1978, 33 FR

PISE. Lerwars 11, §9TR,AVER
S99, Novewmier 3, 197R

§ 46,200 Applicobility.

G vhe regulatione in ths suhpin
areapohoatde to ail Departraent of

Heald Bdueation, and Wellgre
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© grants and contract supporting
research, development, and related
activities tnvolving: (13 The fetos, 1 2)
pregnant women, and (3 human o
vitre fermlization,

(b) Nothing in this subpart shall be
construed as indicatiayg that
compliance with the procedures set
forth herein wall in any vay render
napplicable pertinent 8teie or Jocal
laws bearing upon activities coveraed
by this subpart,

(¢} The requirements of this
subpart are i addition to those
impased under the other subparts of
this part,

4 46.202 Purpose.

it is the purpose of this subpart
pravide additional safepuards in
reviewing activities to wiich tins
subpart is applicable 10 assuse tha
they conform to appropnate cthucal
caedards and refate w important
socictal needs.

3 46.203  Definitions.

As used in this subpart

(a) “*Secretary ' means rae
Secretary of Health, Educanon, and
Welfare and any other ofiwer or
cmployee of the Department of
Health, Education, and Welfare o
whom authority has been delegated.

{hy “‘Pregnancy '’ enconipasses the
pertod of tme from contirmation of
snplantation (through any of the
presumptive stgns of pregrancy, such
as missed menses, or by a medically
accepiable pregnancy test), unul
¢xpulsion or extraction of the fetus.

b UFetus ™ means the product of
conception from the tme of
implantation (as evidenced by any of
the presumpuive signs of prepgaancy,
such as missed menses, or a4
medically seceptable pregnancy test),
unhl 2 deteemination is made,
tollowing explusion or extraction of
the fotus, that it is viable.

(d3 “"Viable'' as it pertainy to the
terus means betag able, after enther
spontaneous or induced Jdelivery, to
survive (given the benefit of avalable
modiaf therapy) to the point of
walependently mantaining heart

beat amd respiration: The Secretary
may lom e © ime, wking into
account medival advances, pubtish in
the Fenvrrar R eGisicr ku&dc!irw

t asyist n determining whether

fewss is vaable for purposes of m,‘
subpart. if a tetus 1y viable after
debivery, i s & premature infunt,

(e) ‘Nonviable fetus™ awans a
futus et tiero which, althaugh living,
15 ot vaahle

(0 Dead tetus™ means a fetus ex
ulero which cahibits aeither
heanbent, spentaneots vespuratory
sctivity, spomanenus mavement of
valuntary muscles, nor putsation of
the umbntical cord (if still attached).

() Inoviea fertiization” means
any fertibatiog of human ova which
wveeurs uutude e body of 4 female,
¢ither through admixture of donor
hunian sperm and ova or by any other
means.,

§ 46204 Eihical Advisory’
Bosrds, ¢

(a} Cng or Erhical Advisory
Boards shull Lo established by the
Sewrztary. Members of these board{s)
shali be so selectad that the hoardes)
will be comperint (o Jeal with
medical, fegal, social, ethical, and
related issues and nay inctude, for
example, cesearch scientists,
physicians, psy-hologists,
soctolopmialy, educators, fuwyers, and

maory

cthiciats, a5 well as represctatives of

the genecal public. No board member
may be a regulur, full time employee
of the Deparment of Health,
Ldueaton, and Weltare.

(bl ALt geguest of the Seeretry,
the Ethical Advisury Board shall
repder advice consistent with the
policies and requirements of this Pan
as to ethiwal issues, involving
aclivities coverod by this subpart,
raied by individuat applications or
propasals o addition, upon request
by the Secretary, the Board shatl
render advics as 1o classes of
apphications ae sroposals and pgeneral
policies, pupichnes, and procedures.

{¢? A Beard sy establish, with
the approval ot the Seceretacy, olasses
o7 gpphcimons v proposats which:

(1} Must be submitted to the Board,
or {2) need not be submitied to the
Board. Where the Board so
establishes a class of applications or
proposals which musi be submitted,
no application or proposal within the
class may be funded by the
Departmient or any component thereof
untii the application or proposal has
been reviewed by the Board and the
Board has rendered advice as to ita
acceptability from an ethical
standpoint.

(¢) No application or proposal
involving human in virro fertilization
may be funded by the Depariment or
any component thereof until the
application or proposal has been
reviewed by the Ethical Advisory
Board und the Board has readered
advice as to its acceptability from an
etivical standpoint.

i 46.205 Additlonal duties of the
Institutional Review Hosrds in
conaection with activities
involvipg fetuses, pregnant
women, or human in vitro
fertilization,

(2) In addition 1o the
responsibilities prescnbed for
Institutional Review Boards under
Subpart A of this part, the applicant's
or offeror’s Board shall, with respect
10 activities covered by this subpan,
carry out the following additional
duties:

(1) Determine that ail aspects of
the activity meet the requirements of
this subpart;

(2) Determine that adequate
consideration has been given to the
mzaner in which potential subjects
will be selected, and adequate
provisioa has been made by the
applicant or offeror for monitoring
the actuxl informed consent process
(e.g.. through such mechanisms,
when appropridte. as participation by
the Instiiutional Review Board or
subject advocates in: (i) Overseeing
the acteal process by which
individual consen's required by this
subipart are secused either by
approving inducticn of each
mdividuad inte the activity or

Approved For Release 2001/03/07 : CIA-RDP96-00788R001500160010-9
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verifying, perhaps through sampling,

Gaat approved procedures for

mduction of individuals jnry the
activity are being folfowed, and (in
monitoring the progress of the
Jcireity and intervening as ACCEssary
through such steps as visits 10 the
acuviiy site and continuing evaluanon
to determine if any unanticipated
rishs have srisen);

{3) Carry out such ather
respousibilities as may be assigned by
the Secretary.

(b} No award may be issued uniil
the applicant or offeror has certified
to the Secretary that ihe Institutional
Review Board has made the
determinations required under
paragraph (a) of this section and the
Secretary has approved these
dewrminations, as provided iy
§ 46.120 of Subpart A of this part.

() Applicants or offerors secking
support for activities covered by tins
subpart must provide for the
des:gnation of an Institutional Review
Boad, subject to approval by e
Secrelary, where 1o such Board has
beer: established under Subpart A of
this parr,

{ 46.206 General limitutiyns,

41 NO activity to which this
subpart is apphicable may be
undertaken unless:

C1Y Appropriate studies on NETTTETES
< 1d nonpregnant imdividuals hay o
heen completed;

(1) Except where the mirpose of
ihe achivity is to meet the heaith
aeeds of the mother or the particuiar
et the rish (o the fequs s minimal
and o all cases, is the feas posyible
risk for achieving the chjecuves of
e scliviy,

07 Individuals ehgaged in the
activity will have po partin: (i) Any
ducistons #s to the tiiag, meihod,
afe procedures used 10 terminate the
prevnancy, and (i) determuning he
Vientlity of the fetus at the
wranaton of the pregnancy: and

(4) No procedural changes which
Ly cause greater than minimal risy
o the fews or the pregnant WO
w.ll be troduced inio the proceduge

for ternunanny the pregnancy solely
in the iaterest of the aUHvity,

th) No inducements, monetary or
utherwise, 1nay he offered to
shmnae prepnaney fur prrposes of
the activigy
LAOER Ytavn ayy . TS Ay amended o
AFR 51838 Nov o, 1978)

§ 46.207  Activities directed
toward pregnant women gs
sibjecis,

(a) No preeniar woman may by
invedved s o subject in an activity
savered By ihus wubpant upleas: (1)
The purpose of the BCUVILY 1S 10 meel
the health needs of the mother and the
fetus will be placed risk only to the
Minimum exient necessary to meet
such necds, or (2) the risk to the fetug
bsomrmmal . V.

(b} An sctivity permitted under
paragraph (w1 of this sectipn may bhe
conducted crly o the mother any
father are legatly competent and have
sven dher witormed consent alter
having been tully intormed regarding
possible fmpact an the ferys eacept
that the fucher’s iformed consent
wed not be secured i1 (1) The
PUIPOSE of e activiey 15 to meet the
heatth necds of the mather; (2) his
dentity or whereabouts canno
reasanably be uscertaned; (3) he s
Bt veasatiably availuble: or 14) the
pregnaney resulted from rape.

§ 46,204 Activities directed
towaed foluses In uterg ns
subhjers,

LY NO By o e ay be
myalved gy g sibijeat n Wy wctivity
vavered biv by subpart unless: (1)
The purpose of ihe SCUVILY 6 to mect
the healilt aecds of e Particulir fepgs
and the fern wilf e Maced ag gk
only o the s Lrient necessary
W meet sucko oveds, or (2) the nisk 10
the fetun sreved by the rescarch gy
minind and the paepose of the
WCLVIY 15 thy development of
MMpOrtant Hiomedioy) dnowledpy

which canpog be Srned by uther
M3 i,

O Anuctv ity permitied uinfer
parsgraph LY ot st may he

conducted cals of the mosther o

-RDP96-00788R001500160010-9
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father arg legally competent ang have
given their informed consent, except
that the futher's consent need not be
secured if: (1) His identity or
whersabouts cannog ressonably be
ascertatned, (2) he is not reasonabiy
availuble, or (3) (he pregnancy
resulted from rape.

F 46,209 Activities directed
toward fetuses ex utera,
including nonviable fetuses, as
subjects.

(a) Until it has heen asceriained
whether or not a fetus ex ero is
viable, a fetus ex utero may not be
involved as a subject in an activity
covered by this subpart unless:

(1) There will be no sdded risk o
the fetus resulting from the activity,
and the purpose of the activity is the
development of importan biomedical
knowledge which cannot be obtained
by uther means, or

(2) The purpose of the activity is to
enhance the pussibility of surviva) of
the particular fatus 1o the point of
viability,

() No noaviable ferus fnay be
involved as g subject in an activity
cuvered by this subpart unless:

{0 Vil functions of the fetus will
ot be anificially maintained,

(=) Experimental activities which
of themselves would terminate the
heaithbeat or respiration of the fetus
will not be employed, and

(3) The purpuse of the activity is
the developinent of important
biomedical knowledge which cunno
be ubtained by orher means,

(¢) In the event the fetus or lerp
is found to be viable, it may be
included as g subject in the activity
anly 16 the extent permiited by and in
weardance with the requirements of
othes subparts of s part.

) An activity permitted under
Paraveaph (a) or (b} of this section
may be conducied only if the maother
and tather are legally competent and
have piven their informed consent,
exoept that the fagher'y informed
vament need aot be secured jf: (1} his
idenuty ar whereabouts canpog
retsonably be ascertained, (2 he is

010-9
Approved For Release 2001/03/07 : CIA-RDP96-00788R001500160

AR b WA Oy



~

¥

T 31 wnw‘ Nm et ¢ Mw.ﬂmﬁbﬂﬁp
p

N

« Approved For Release 2001/03/07 CIA RDP96-00788R001500160010-9

45 CFR 46

Page 1S

. .

al} prisoners and immune {rom

', arhitzagy intervention by prison
- authorities of prisoners. Unless the

principal investigator provides 1o the
Board justification in writing for
followiag same other procedures,
control subjects must be selectad
randomiy from the group of svailable
prisoners who meet the characteristics
nesded for that particular research
progect:

13y The informaiion is presenred in
laspuage which is understandabie 1o
the subject population;

{6} Adcqna!c assurance exists thit

paigle bﬁﬂﬂiﬁ&“ ngt feka, irto,
sccount & prisones’s pamcﬁpmon n
the research in making decisions
reparding parole, and each prisoner is
cleacly mnformed in advance that
patusipation in the rescarch will have
na etfect on his or her pavole, and

(7) Where the Board finds there
nay e a newd for (ollow-up
crzmmation or care of participams
atier the end of ther partcipasion,
adequale prosision has been nunde 1or
sttell SRaninsEion of care, akiug inw
svevant the varving fengths of
indivigital prsoners” sentences, and
tor wtorming participants of this fact.

th) The Board shall carry out such
oie s duties as may be assigned by
the Secietary.

ro) The msitution shall certify to
e Seeretaty, osuch form and
manter as the Secretary may tequue,
th it e dunes of the Board under this
section have been fuifilled.

L 46,306 Permbited resesrch
involving pritoacrs,.

(o) Bwmedical or behavioral
senearch conducted or supported by
DHESY may invalve prisoners a8
sahedts only if:

1Y The iesitution respoasible for
the.conduct of the vesearch has
certified to the Secretary that the
tnwitutional Review Hoard has
approved the rescarch under § 46303
of 1 subpart; and

¢ ) ln the judgment of the

Secreiary the proposed research
wmvoives solely the following:

{A) Sdy of the possible causzs,
ctfects, and processes of
incarceration, and of crinnnad
behavior, provided that the study
presents no spore than minimal risk
and ne more than isconvemence
the subjects,

(B) Study of prisons as imsuiutional
struciures or af prisoners as
tnearcerated persons, provided that
the study pesents no more than
auuimal nsk and s more than
mconvenence t the subjects:

(€3 Rercurch on conditions
particularly atfecting prisuners as a
class (for example, vaceine trials and
other research on hepatitis which is
much more prevalent in prisons than
elsewhere: and res=arch on social and
psvcholoeical protlems such as
alcobolisny, drug addiction and sexual
wssauhis) provided thag the siudy may
proceed only atier the Secretary has
consulted wih appropriate experts
tncluding experts mopenolopy
mmedicine wnd ethies, and publiahed
in the Proesal Ruaisone,
of his et approve such research,

ofive,

o

1) Researen ai priscbves, both
irnovative and accepted, which have
the intent and reasanable probainlity
ef improving the health or well-
betng of the sub.ece ln cases in
which those studizy require the
ANSTEIMERE OF PIISOACTS 1 & Mannel
consistent wilh proteals approved by
the IRB w coptad groups which may
tat hepefit Srom the research, the
study may procecd onty atier the
Seerewary has consaled with
appropriate sxpeit, ncluding experts
i penology medicine and ethies. and
publehed nouce, 1n the Fepriat
Ry GSTER, of Aby et to approse such
rescarch

thi Except o8 provided i
pareraph ta) or ey section,
biomediend or sehavioral research
conducted or suppented by DHEW
shafl nov tnvolue priconers as
subjects.

Subpart D—Addlitusal Protections
for Chlldrea Invadved s Subjocty ty
Resesrch,

Source: 48 FR 9818, March 8, 1983

§46.401 To what do thesa
regulstions npply?

(a) This subpert applies to sl
reseacch involving children as
subjects, conducted or supported by
the Depuriment of Health and
Human Services.

(1) Thes inclades resesrch
conducted by Depsriment
employees, except that esch head of
mit Cperuting Division of the
Diepartment may adopt such
nonsubstantive, procedural
modifications ay may be appropriate
from an administrative standpoint.

(2} It also incindes rescarch
conducted or supporied by the
Department of Health und Human
Services outside the United States,
but in appropriste circumstances, the
Secretary may, under pasagraph (¢)
of §46.101 of Subpart A, waive the
appheatulity of some or all of the
requirements of these regulations for
resenveh of this type,

(b} Exemptions (1}, (2), (5) znd (&)
as listedd in Subpart A at §46.101(b)
are applicable ta this subpart,
Exemption (4), rescarch involving
the observation of public behavior,
fisted nt §46.101(h), is applicable to
this subpart where the investigator(s)
does not participate in the activities
being otserved, Exemption (3),
research involviag survey or
interview procedures, listed at
§46.101(b) does not apply to resenrch
covered by this subparnt.

(<) The exceptions, additions, and
provisions for waiver as they appear
in parageaphs (¢) through {i) of
§46.101 of Subpart A arc applicable
t> this subpart.

46,402  Definitions,

The detinitions in $46.102 of
Subpart A shall be applicable to this
subpact as well, Ta addition, as used
in this subpart:
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"= (a) “Children” gre persons who
- ‘have not attained the fegal age for

consent to treatments OF procedures
involved in the research, under the
applicable Jaw of the Jurisdiction in
which the research wil) be
conducied,

(b) “Assent” means a child's
affirmanve agreement 1o participate
iz research, Mere failure 1o object
should not, absent affirmative
dpreement, be construed ag a85en,

() “Permiwion™ meuny the
Agreement of pareni(s) or guardian 1o
the participation of thetr child or
ward in research.

(d) “Parent™ mesns a child's
hiological or adoptive pareny.

{e) “Guardian” means an
individual who jg authorized under
applicable state or local law ta
consent on behalf of & chilyg to
peneral medical care.

$45.403 IRB duties,

In addition 10 othey responsibuoy
sssigned 1o IRBs under this pury,
cach IRB shall review research
eavered by this subparg gp approve
only research which saltslies the
conditions of 3] applicable seonon,
of this subpari,

H46.404 Research BoL iavolviag
Ereater than minime] riak,

HHS will conduet or fund
research in which the |RB finds thay
1o grester than minimal rig) 1o
children is Presented, only if ihe 11 p
finds that adequate provisions .
made for soliciting the asseny of the
childrea and (he permission of their
parents or guardisng, as se; forth in

§ 46,406,

§46.405 Remegred tavolving creater
Bun mintmal pisk but presentlug the
Prospect of direct benefit to he
lndividuni sublocts,

HHS will conduct or fund
resesrch in which the IRB finds tha
wore than minimal gk to children js
presented by an intervention or
Procedure that holds guy the
prospect of direct benefit for 1he
individuad subject, or by 5

monionng procedure thar is likely (o
contnbiute to the sithject’s well-being
only if the IR finds that:

() The risk 1 Justificd hy the
anticipated benefit 1o the subjects;

M) The celution of the anticipated
benetit i the risk is at least aq
favorable to the sibjects as thay
presented by available alternative
Approaches; and

{©) Adequate Provisions are made
for soliwiting the acsent of the
children ang Pernssion of their
parents or Ruardians, as set forih m
§46.408.

45,406 Rescareh involving greater
than minimnf pigk and no prospect of
direst benefig o iidividual gubjects,
but tikely 10 ¥ield generalizeble
knowledge ahaut the subject's disorder
or condilion,

HHS win conduct o fund
Fesearch in which (he IRB finds thas
more than minigy| visk to childrey s
presenied by gy mrervention oy
procedure that does a0t holid vut the
Prospecs of dieer henefit for (he
individual sulyect, ar by a
monianng rovedure which s pot
likely 10 Conirthute 1o (e well-being
of the subjser, only if the IR | fings
that:

(a) The risk mpresents a minor
WErease oyer minima! risk;

(b} The inte; vention or procedure
PYESEnis expiriencey 1o subjects tha
8re reasonably commensurate with
thase inhereny i their actyal or
Lapected medical, denal,
Mychiological, sueial, o educational
silm:éonf;;

{¢) The incrvention or procedure
i bkely 1o yield generatizghie
knowledge aboy the subjecty’
disorder or condition which is of
vital importance for the
undcrsmmiiug O amclioration of the
subjocts' disorder or condition; ang

(d) Adeguate Provisions are made
for soliciting assent of the children
and permission of their pacents or
Brardians, as set forrh in 3 40.408,

tant vy

§ 46,407 Resesrch mot othcrwige
approvable whick Presents sn
Cppartunity to understend, prevent,) op-
sllcviate u sepiguy probleny Bifecting
the health or welfare of childres,

HHS will conduct or fupg
research that the IR B does nog
believe meeis the requirements of -
§§ 46.404, 46.405, or 46.406 only if:

(8) The IRB finds that the research
Presents a reasonable Opportunity to
further the understanding,
prevention, or alleviation of a serious
problem aflecting the health or
welure of children; and

(&) The Secretary, after
consultation with a panel of experts
in pertinent disciplines (for expmple:
sciencs, medicine, education, ethics,
law) and following Opporiunity for
public review ang Comment, hay
determined either: (1) Tha the
Yesearch in fapg satisfies the
conditions of §§ 46.404, 46.408, of
46.408, a4 applicable, or {2) the
foltowing:

{1) The fescarch presents g
reasonable OPPOTtunity to further the
undcrstanding, prevention, or
alleviation of 4 $erious problem
aifecting (he health or wellure of
chiidren;

(1} The research will bhe conducied
in accordange with sound ethicaj
principles;

{iii) Adequate Provisiuns are made
for soliciting the assent of children
and the permission of their parents of
guardians, as sep forih in §46.408.

§ 45,408 Rmﬂwu for
Perniszion by perenty or guardiany
and for megent by children,

(a) In addition 1o the
determinagions Tequired under oghper
applicable sectiong of this subpart,
the IRB shall determing that
adequate Provisions sre made for
soliciting the assent of the children,
when in the judgmen of the IRD the
children are capable of providing
asseni. In dcu:rminiug whether
children age capable of Asienting, the
IRE shall take inig 8CCOUDE the ages,,
maturily, and Psychotogica] grare of
the children involved. This Judgmen
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